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REMARKS 

Claims 1 to 33, 35, 38 to 40, and 71 to 97, 1 12 to 134 are in the application. Claims 1 14 to 
134 have been added. Claims 1, 7, 11, 12, 14, 16, 17, 25, 26, 28, 31 to 33, 38, 71 to 73, 84, 86, 
88, and 90 to 92 have been amended. Support for the newly added claims and amendments lie 
in the specification on pages 28, lines 4 to 34, and page 29 lines 7 to 9, the claims as originally 
filed, and in the working examples. No new matter is believed added. Applicants reserve 
their right to file divisional or continuation applications on cancelled or deleted subject matter 

Rejection of Claims under 35 USC §102 

Claims 1-3,7-9,11-14,16,18,0-24,39,40,73-75,81,82,84-88,93,94,96,97,112 and 113 are 
rejected under 35 U.S.C. § 102(e) as being unpatentable over Petereit et al. (US Publication 
No. 2002/0160042). Applicants respectfully traverse this rejection. 

The Petereit et al. reference is directed to an improved process for injection molding of neutral 
or anionic methacrylate copolymers over their prior application EP 0 704 207. See Column 1, 
paragraph 4 of the '042 publication. In addition to the various excipients added to the 
formulations therein, the '042 publication also includes in the molding formulation, an active 
pharmaceutical ingredient (API) (see Claim 1). The formulation may further include additional 
polymers or copolymers at amounts of 0 to 20% as noted in paragraph 078 to 080 and Claim 1 . 

The improved process of Petereit et al. is primarily directed to the "devolatilization" aspects of 
the process. The "devolatilization" occurs at the terminal zone of the extruder, and the end is 
either vented to atmosphere or connected to a vacuum line to remove what is essentially, water. 
This process changes appears to provide for more mechanically stable capsules and reduction 
of mold deposits over the previous process as taught in EP 0 704 207 (see paragraphs 0104 and 
0105). 

The Examiner comments that the Petereit et al. publication teaches "injection-molded capsules, 
comprising methacrylate copolymers and other components, such as a release agent, a 
plasticizer, additives or auxiliaries, pharmaceutical agents and other polymers or copolymers 
(See Abstract). The capsules may comprise methyacrylate copolymers composed of from 50% 
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to 70% by weight of methyl acrylate, 10 to 30% by weight of methyl methacrylate, and 5% to 
15% by weight of methacrylic acid" (see Section 0038)", (See Page 3, 7 th % and Page 4, lrst % 
Office Action). 


The Examiner also comments that the reference teaches "Polymers such as 
polyvinylpyrrolidones, carboxymethylcellulose salts and hydroxypropylmethyl cellulose 
(HPMC) may be included in amounts of up to 20% by weight (See Sections 0078 and 0080)" 
(see Page 42, lrst % Office Action). Looking at paragraph 0080 below, it appears that there is 
an error. In this list the polymer hydroxypropylcellulose appears but it is followed by 
"(HPMC)" which is hydroxypropylmethyl cellulose. Consequently it is unclear whether the 
reference is suggesting use of HPMC or HPC which would be the correct abbreviation for 
hydroxypropylcellulose. Regardless of which polymer was implied, the Examiner is picking 
and choosing from a long list of "other polymers", with no particular direction to pick and 
choose HPC, if that was in fact what was meant from among these polymers. Further, 
Applicants do not include in the list of swellable solids salts of carboxymethylcellulose. 
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The choice of one variable from a long list of variables does not reach the level of anticipation. 
Perhaps obviousness but there is a picking and choosing aspect which is not the specification 
combination as claimed herein. 


Importantly, Petereit does not anticipate a combination of polymers. One or more swellable 
solids can be used herein for the dissolution modifying excipient. Paragraph 0080 does not 
disclose such. Claim 1 has clearly been amended to reflect that the dissolution modifying 
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excipient is a combination of a first and a second dissolution modifying excipient. Petereit 
does not anticipate a combination of dissolution modifying excipients. 

Petereit does not anticipate a combination of a first and second dissolution modifying excipient 
of the other classes as claimed herein, such as the disintegrants and super-disintegrant. This 
includes sodium starch glycollate, croscarmellose sodium NF (Aci-Di-Sol ® produced by 
FMC), and crospovidone (cross-linked polyvinyl pyrrolidone), and combinations or mixtures 
thereof and as claimed in Claims 1, 14, 16, 26, 27, and 31, etc. Paragraph 0080 does not 
specifically include cross-linked polyvinyl pyrrolidone, only polyvinyl pyrrolidone. 

Petereit also does not anticipate a combination of a first and second dissolution modifying 
excipient of the other classes as claimed herein, such as the non-reducing sugars, the water 
soluble fillers or wicking agents, and as claimed in Claims 1, 28, 29, and etc. 

Applicant's claims also require the lubricant to be present in an amount of 10% to about 30% 
w/w. Claim 73 contained the limitation of 10 to about 30% w/w whereas Claim 1 was from 0 
to 30%. Claim 7 has been amended to recite 10 to 25% w/w. Petereit et al. includes a mould- 
release agent, paragraph 0041 and Claim 1 but only in the amounts of 0.1 to 3%. This is 
clearly outside the range of Applicants claims herein, such as the 10% to 30 % w/w in Claim 1, 
the 10 to 25 in now amended claim 7, and the 10 to about 15% in claim 10. There is no 
disclosure in Petereit et al. to increase the amounts of these lubricants. 

The Examiner concludes in this rejection that "As the prior art has disclosed the limitation of 
the instant claims, the claims are therefore anticipated". Applicants refute that the prior art 
discloses all the limitations of the instant claims. Therefore, reconsideration and withdrawal of 
the rejection to the claims under 35 USC §102 is respectfully requested. 


Rejection of Claims under 35 USC §103 
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Claims 4,5,15,17,19,76-78,89-92 and 95 are rejected under 35 U.S.C. § 103(a) as being 
unpatentable over Petereit et al. (US Publication No. 2002/0160042) in view of Hatano et al. 
(US Patent No. 6,309,666 ('666)). 

Claims 6, 79 and 80 are rejected under 35 U.S.C. § 103(a) as being unpatentable over Petereit et 
al. (US Publication No. 2002/0160042) in view of the Handbook of Pharmaceutical Excipients. 

Claims 10,25-27,30,31,38, 71 and 83 are rejected under 35 U.S.C. § 103(a) as being obvious 
over Petereit et al. (US Publication No. 2002/0160042) in view of Adams et al. (US Patent No 
6, 139,875 ('875)). 

Claims 8,29,32-35 and 72 are rejected under 35 U.S.C. § 103(a) as being obvious over Petereit 
et al. (US Publication No. 2002/0160042) in view of Adams et al. (US Patent No 6, 139,875 
('875)) and Hatano et al. (US Patent No. 6,309,666 ('666)). 

Applicants respectfully traverse all of these rejections. 

Applicants incorporate all of the comments regarding the Petereit et al. reference above for the 
rejection to the claims under 35 USC § 103. As each of the rejections include Petereit they will 
be discussed together below rather then each taken separately. 

As noted above, Applicants claims have been amended to specifically require the lower level 
amount of a lubricant to be present, as in an amount of 10% to about 30 % w/w, in Claim 1. 
The dependent claims already present include about 10 to 25% w/w in now amended claim 7, 
and about 10 to 15% in claim 10. While Petereit suggests the use of a mould-release agent, 
paragraph 0041 and notes specifically these release agents in paragraph 0044, stearyl alcohol is 
but one of the rather long lists of agents noted in paragraph 0044. More specifically paragraph 
0041 sates that the w/w amount of the release agents are from 0.1 to 3% w/w (see Claim 1). 
This range, from 0.1 to 3% w/w is significantly outside the range of Applicants claims herein. 
There is no teaching nor suggestion to dramatically increase the amounts of lubricant to the 
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amounts as claimed herein. Specifically there is also now teaching to use stearyl alcohol in 
these amounts (see Claims 10, 25 and the formulation claims). 

As noted by the Examiner, Petereit does not teach the "inclusion of additives such as lactose 
and mannitol or the inclusion of surfactants such as sodium dodecyl sulfate". (See Page 6, lrst 
full % Office Action). 

Applicant's inclusion of mannitol and lactose are discussed above as dissolution modifying 
excipients which Petereit does not teach nor suggest inclusion of. Specifically Petereit does 
not teach the combination of a first and second dissolution modifying excipient which can 
include the non-reducing sugars, such as mannitol, or the water soluble fillers, such as lactose. 

There is no teaching or suggestion in the Petereit ct al. composition of the claim limitations of 
Applicants, in either inclusion of two swellable solids as dissolution modifying excipients, 
alternative dissolution modifying agents, nor in the % w/w amounts of either the lubricant. 

The Hatano et al. reference is used by the Examiner to teach coating capsule composition that 
have a hard outer shell, e.g. over-coating. Hatano produces an elaborate overcoating system to 
provide site-selective delivery of the contents of the capsule shell, including modification of 
the contents contained within the capsule shell (addition of an organic acid or acidic substance, 
such as citric acid). Hatano defines a multilayer system which works on a sequential basis to 
deliver an active to the lower intestine. The assembly of discrete layers is the essence of the 
Hatano claims. 

Hatano et al. fails to provide any motivation to direct the skilled artisan to pick and choose a 
thermoplastic polymer, and various additives necessary to be incorporated within the chosen 
polymer in order to make a pharmaceutically acceptable formulation which is used in the 
manner disclosed herein, e.g. to become the composition which actually comprises the capsule 
shell wall as opposed to being overcoated on the capsule shell itself. The capsule shell wall in 
Applicants claims is based upon an extruded material. There is nothing in the disclosure of 
Hatano to teach that the formulations as modified therein would be useful for extrusion. A 
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general disclosure of polymers as noted by the Examiner in Column 5, lines 42 to end and 
Column 6, lines 1 to 23 does not disclose the use of a specific polymer, Eudragit 4135. The 
methacrylate co-polymer presumably referred to by the Examiner in this section is Eudragit 
El 00, an aminoalkyl methacrylate copolymer product produced by Degussa/Rohm 
Pharmaceuticals. Eudragit El 00 is a cationic copolymer, and Petereit is directed towards 
processing of anionic methacrylate copolymers, not the E100 cationic polymers of Hatano. 
Hatano fails to disclose that the teachings even for the purposes of overcoating, not extrusion 
would be obvious for an anionic methacrylate copolymer, let alone the specific copolymer 
4135F. 

Hatano et al, is used by the Examiner to support the premise that formulations which are 
blended for the purposes of coating a capsule shell or tablet have the same requirements and 
properties as that of one derived for extrusion and injection moulding of articles of 
manufacture. 

It is not within the knowledge of one of ordinary skill in the art to take "such additives [which] 
may be added in any amount" and achieve Applicants claimed inventions herein. The typical 
artisan which is referred to by the Examiner would not necessarily have any expertise in the 
injection moulding arts of capsule shell components. It is improper without basis to assert 
such. 

Hatano does not present the requisite motivation to direct one to make the necessary and 
multiple changes the formulation of Petereit and achieve Applicant's invention. Specifically, 
the combination of the dissolution modifying excipients, and the lubricant amounts for 4135F 
for extrusion molding into a capsule shell wall. 

As extensively commented on by Applicants in previous responses the Hatano et al. patent, the 
primary reference in this rejection, does not use methacrylate copolymers in the same manner 
as does Applicants. It is not simply the materials, but the way in which the materials have been 
used. Applicants are not claiming a composition per se, but an article of manufacture produced 
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by extrusion. Nothing in Hatano provides the necessary motivation to produce the articles as 
claimed herein. 

Contrary to the Examiner's statements, there is no motivation to take the primary reference and 
modify it by the teachings of the secondary references since they are not concerned with the 
same teachings. 

Accordingly, the combination of references does not teach or suggest all the elements of the 
claimed invention. For this reason alone, the combination of references of Petereit and Hatano 
cannot render the claimed invention obvious. 

Consequently, the PTO has not satisfied any of the necessary requirements to maintain a prima 
facie obviousness rejection over the claims herein for this rejection. 

The second rejection is Petereit in view of the Handbook of Pharmaceutical Excipients. The 
Handbook is cited to disclose poloxamers, e.g. block co-polymers of ethylene glycol and 
propylene glycol. 

The Examiner admits that Petereit does not teach the inclusion of surfactants such as sodium 
dodecyl sulfate. (See Page 7, 4 th ]f Office Action). 

The Handbook is cited by the Examiner to teach that poloxamers, such as the block copolymer 
of ethylene oxide and propylene oxide, are used in the art as surfactants. (See Page 7, 5 th U 
Office Action). 

The Examiner then states that it would "be obvious to one of ordinary skill in the art to 
combine the two references in order to obtain the instantly claimed invention". (See Page 7, 6 th 
Tf Office Action). 

It is unclear how, absent Applicants own teachings that an ordinary person skilled in the art 
would be motivated to take the teachings of the Handbook and modify the formulation of 
Petereit to achieve the invention as claimed herein. It is not clear how the Examiner equates 
the lack of inclusion of sodium dodecyl sulphate as noted above as equivalent for these 
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purposes to the block co-polymers. There is no secondary reference to equate these two 
excipients but for Applicants specification, which is improper. 

The Examiner apparently achieves the equivalence of non-ionic surfactants by stating that 
"some of the plasticizers listed in Petereit are also known as non-ionic surfactants. Therefore 
one would have a reasonable expectation of success for substituting one non-ionic surfactant 
for another." (See Page 8, l rst K Office Action). The problem with this statement is that the 
surfactants listed in the Petereit paragraph 005 1 are sorbitan esters, not non-ionic surfactant, 
and not block copolymers. More importantly, the last line of the paragraph indicates that the 
preferred plasticizers are in fact the traditional plasticizers one would expect to use, e.g. 
tributyl citrate, etc. 

It is unclear how the leap of a sorbitan fatty acid ester is equated with a non-ionic solubilizing 
agent, e.g. poloxomer absent additional teachings. 

It is noted that the claims rejected, Claims 6, 79 and 80 are all dependent upon a genus claim 
which requires additional elements not suggested by Petereit. Accordingly, the combination 
of references does not teach or suggest all the elements of the claimed invention. For this 
reason alone, the combination of references of Petereit and the Handbook of Pharmaceutical 
Excipients cannot render the claimed invention obvious. 

Consequently, the PTO has not satisfied any of the necessary requirements to maintain a prima 
facie obviousness rejection over the claims herein for this rejection. 

The third rejection of the over Petereit et al. in view of Adams et al. is similar to that of the 
Hatano rejection discussed above. The forth rejection is the claims as obvious over Petereit et 
al. in view of Adams et al. and Hatano. 

Adams is directed to the application of aqueous enteric coatings. The Adams patent is 
similar to a large number of other coatings that are applied to tablets. In Adams, the coating 
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is formulated as for use as an aqueous coating and incorporates a "flake material". The 
resulting formulation is used in a traditional manner, e.g. for coating a tablet. Adams does 
not teach nor suggest to the skilled artisan that such a coating would be useful for extrusion 
to molding capsule shell walls or linker subunits. 

The Examiner comments that Adams teaches and "enteric composition comprising an 
enteric polymer. . .a hydrophobic compound such as stearyl alcohol, . . . and a water- 
insoluble flake material such as talc. Such additives allow for the enteric composition to 
achieve "superior material and release properties" (Page 8, 5 th H Office Action). 

Adams uses this statement, "superior material and release properties" (column 2, lines 41 to 
49) to discuss the mechanical strength of the film as a coating material. The flake material 
being added to the Adams composition provides for a "shingle effect" believed to provide 
moisture resistance. Unexpectantly, for the formulations of Adams, does not decrease 
mechanical strength with increasing solid filler content (as would be expected with 
incorporation of the flake material). These paragraphs do not discuss the alleged "release 
properties" referred to by the Examiner. Applicants request where in the Adams patent 
document this is referred to? Clarification is requested. 

The Examiner draws the conclusion that one would be motivated to use the teachings of 
Adams, which contain a hydrophobic compound such as stearyl alcohol in amounts of 5 to 
45% in the formulations of Petereit et al. It is unclear what the "superior material and 
release properties" of a coating composition would have for an extruded and injection 
molded material. It is a complete hindsight rejection to state that using the additives of 
Adams in the formulations of Petereit would give "similarly improved properties" (See 
Page 9, lrst^l Office Action), absent Applicants own teachings. 

The failure of Petereit to have all the claim limitations of Applicants is not remedied by the 
teachings of Adams. The failure of Petereit is not remedied by the teachings of Hatano. More 
importantly, the Examiner has not established how a person would be motivated to take the 
teaching of Adams and Hatano with Petereit and still achieve the invention as claimed herein. 
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The mere fact that references can be combined or modified is not sufficient to establish prima 
facie obviousness. MPEP § 2143.01 at 2100-131. There must be something in the prior art to 
suggest the desirability of the combination. Id.; see also, In re Mills, 916 F.2d 680, 16 
U.S.P.Q. 2d 1430 (Fed. Cir. 1990). 

There is nothing in either Hatano to explain the incorporation of particular substituents, such as 
stearyl alcohol, or of a super disintegrant within the composition (see Claims 9 and 10, 14, 16, 
26, and 27) or a combination of a swellable solid and lactose, or super disintegrant (Claim 19), 
and those similar claims for the linker subunit. Using Adams for such inclusion, e.g. stearyl 
alcohol still does not express why one would do so. What is missing in the teachings of 
Petereit that a person skilled in the art would modify this particular attribute, e.g. a mold 
release agent in such a dramatic fashion, absent recognition that there was a problem? Hatano 
and Adams are not being used in the same field, and do not teach that there is a problem with 
extrusion molding of 4135 polymers. Consequently how can you know what to modify if you 
don't know there is a problem, and what the correction for that problem is. 

Lastly, the claims herein are directed to articles of manufacture. None of the references cited 
herein teach, nor suggest an article of manufacture which is the linker subunit. Although the 
claimed linker composition happens to be the same as that of the capsule shell wall, it is a 
different article and it is not solely a composition which has other uses. 

Therefore, the USPTO has failed to establish a prima facie case of obviousness for the claims 
as presented herein. 

In view of these remarks and amendments, reconsideration and withdrawal of the rejection to 
the claims under 35 USC §103 is respectfully requested 
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CONCLUSION 


Should the Examiner have any questions or wish to discuss any aspect of this case, the 
Examiner is encouraged to call the undersigned at the number below. It is not believed that 
this paper should cause any additional fees or charges to be required, other than expressly 
provided for already. However, if this is not the case the Commissioner is hereby authorized to 
charge Deposit account 19-2570 accordingly. 
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